. X Chromosome Oligo Array CGH Plots Detecting the Partial HUWE1 CopyNumber Gain X chromosome oligo array-CGH plots for the probands of families HF and ON2 showing the region 53.45 Mb to 53.73 Mb (X axis). The aberrant log 2 ratios of the probes located in the partial HUWE1 copy number gain are located between the dotted lines. The maximal aberrant log 2 ratio for HF is about 1, whereas this maximum is almost 2 for ON2 indicating a copy number higher than 2, which was confirmed by qPCR.
Figure S2. High-Resolution Custom Oligo Array CGH Plots for Precise Mapping of the

Duplications at Xp11.22
Array-CGH plots for ID subjects P083, FAM3, A049 and A057, each hybridized against the same control sample. The region 52.50 Mb to 54.50 Mb is plotted against the log 2 ratios of the probes. The mean log 2 ratios for these aberrations are about 0.7 demonstrating a two-fold copy number increase, as confirmed by qPCR.
Figure S3. Junction Analysis of Six Families with Xp11.22 Duplication
Alignment of the junction sequences of 6 families. Proximal (shown in red) and distal (in green) reference sequences separated by the junction sequences (in blue) are provided for each of the five direct tandem duplications that we could define. For family SB1 shown at the bottom, the duplication occurred through NAHR between two LCRs located at both sides of HUWE1 (see text for more information). The recombination event was demonstrated by ELT-PCR using primers LCR-prox-for (blue arrow) and LCR-dist-rev (red arrow) generating a product of 6 kb in patient SB1 but not in controls (Co1 and Co2 on agarose gel image). 
HUWE1 Copy-Number Gain
Schematic representation of the NAHR event that generated the recurrent partial HUWE1 copy number gain. The duplicated region is flanked at both sides with DNA elements of the TcMAR-Tigger 2 type that were used as scaffolds for this direct tandem duplication. The agarose gel shows the PCR products of the expected 3.5 kb lengths with primers TiggerProx-for and Tigger-Dist-rev demonstrating that the NAHR event occurred in patients HF, ON2 and CC1 but not in controls (Co1 and Co2). This rearrangement results in an additional HUWE1 fragment for which however, no transcription is expected. Both microRNAs miR-98 and let-7f-2, comprised within intron 59 of HUWE1, are most likely expressed at two-fold higher levels. Amplification on DNA of the proband of VS1 gave the same result (data not shown). Primers for mapping the partial HUWE1 duplication (Figure 3 ). Primers to clone the NAHR events in SB1 ( Figure S3 ) and HF, CC1, ON2 and VS1 ( Figure S4 ) 
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